Suspected anaphylactic reaction to Cremophor EL There have been several reports of anaphylactoid reactions to the intravenous anaesthetic drugs Althesin (alphaxalone and alphadolone) and propanidid (Epontol). ' The culprit in some of these reactions may have been Cremophor EL, a surfactant common to both drug formulations. Cremophor EL is produced by the epoxylation of castor oil and is actually a complex mixture of compounds. We report a case in which the clinical and laboratory evidence indicated that Cremophor EL was the cause of an anaphylactic (antibodymediated) response.
normal. Plasma complement C3 concentration (0-6 g/l) was normal, C4 concentration (0 07 g/l) was very low, and IgE concentration (335 IU/ml) rather high and characteristic of allergy. The plasma samples showed massive (>80 %/) initial C3 conversion (fig) , the effects of which would be consistent with the clinical manifestations.
Comment
The patient had no history of allergy or atopy, although her father had had an allergic-type reaction to an injection of phenobarbitone many years previously. Nevertheless, she had a low plasma C4 q 4~.
.~~~~~~~~~~. concentration and an IgE concentration consistent with immunological hypersensitivity, and the interval between exposures to Cremophor EL was short. These three factors are said to predispose to an anaphylacteid response.' Evidence is steadily accumulating of the antigenicity of Cremophor EL, which is common to both Althesin and propanidid formulations. Although memory-mediated events after 'a second exposure to Althesin have been reported in man,2 Glen et al3 have shown that Cremophor EL alone can cause anaphylactic reactiorns when readministered to the miniature pig within one to three weeks. They also noted that although an active component of Althesin (alphaxalone) produced the same memorymediated effect when given to the pig in a different solvent propanidid itself was inert. In addition to anaesthetic reactions clinically severe adverse reactions, with plasma C3 conversion, have been reported" in man after intravenous diazepam solubilised in Cremophor EL.
The circumstantial evidence in our patient points to an immunological memory-mediated event directed against Cremophor EL. A direct C3 activation from propanidid but not alphaxalone seems unlikely since the pig experiments indicate that Cremophor and not propanidid is likely to be involved in anaphylactic reactions. More probably Cremophor triggered an immune-mediated reaction in our patient, rapidly reducing the low C4 concentration, and then activated the alternative pathway. If the reaction was not immune-mediated then the Cremophor in Althesin should also have elicited an adverse reaction on the first occasion. A further point of interest was the raised production of fibrinogen degradation products. Although Recent criticism of the effectiveness of high-fibre diets in the treatment of diabetics has, in part, been due to failure to mix the fibre adequately with the carbohydrate portion of the diet. There is, however, also genuine fear that the benefits may wear off with time' or that long-term administration of fibre may cause mineral depletion.2 We therefore present data on the longer-term effects of dietary supplementation with guar.
Patients, methods, and results
Eleven diabetic patients (6 men, 5 women aged 48 ± SD 5 years and weighing 110 ± 7 % of ideal weight) were studied; eight were being treated with insulin (49 U/day), two (cases 2 and 11) with oral agents, and one (case 13) with diet alone. All completed six months of eating 14-26 g guar/day in crispbread form, and eight were followed up into their second year. Of the remaining three, one (case 11) was placed on insulin, while distance from the centre made follow-up of the remaining two (cases 4 and 7) difficult. Urinary Conversion: SI to traditional units-Glucose: 1 mmol/l 18 mg/100 ml.
glucose and insulin values over one year are shown in the table. The case numbers are the same as those in our original publication.3 Each urinary glucose value represents the mean result of seven consecutive days' home urine tests on fresh urine specimens passed immediately before breakfast, lunch, dinner, and bed and performed by the patients using Clinitest tablets (Ames). In case 4 the values represent the results of only two to three days' testing. No changes were made in the insulin regimen, apart from changes in dose, or in the diet, except in one patient (case 11) who was given an essentially vegetarian diet while in the hospital metabolic ward before he started to take guar. His daily carbohydrate intake was increased from an average of 150 g daily to 200 g largely at the expense of fat and he was subsequently encouraged to maintain this diet while taking guar.
At six months, the fasting blood glucose of the 11 diabetics had risen nonsignificantly by 0-6 mmol/l (11 mg/100 ml) (4%) from 14-1±1-5 mmol/l (254i27 mg/100 ml) and their body weight fallen by 2-2 kg (34%; p <0-01).
In the eight who were followed up for one year mean fasting blood glucose, which was 13-2 ±1 9 mmol/l (238 ±34 mg/100 ml) before guar, remained the same at 13-3+2-0 mmol/l (240±36 mg/100 ml) while their weight fell by 1-9 kg (3 %; p <0 02) below the pre-guar value. Two individuals (cases 11 and 2) were withdrawn from the study at 6 and 12 months respectively and placed on 48 and 24 units of insulin. Immediately before insulin, while still on guar, their weights showed falls of 2-7 kg (4 4%) and 2-3 kg (5 4 %) and fasting blood glucose values were reduced by 4 mmol/l (72 mg/100 ml) (26%) and 2 mmol/l (36 mg/100 ml) (24%) respectively. Three patients (cases 4, 5, and 12) who had always suffered from hypoglycaemic episodes and lived at a distance from the centre voluntarily reduced their insulin dose excessively and showed increased glycosuria and fasting blood glucose values. Urinary glucose concentrations were, however, lower in all those whose insulin was not reduced more than 19 U/day.
Other mean values measured before and after six months of guar treatment (in only eight patients) were: total cholesterol 5-0 ±0-2 and 4 5 ±0 3 mmol/l (193+8-178±12 mg/100 ml) (p<005); high density lipoprotein cholesterol 1-2±0-2 and 1-3±0-1 mmol/l (46±8-50±4 mg/100 ml); low density lipoprotein cholesterol 3-2±0-2 and 2-6±0 3 mmol/l (123 ±8-100±12 mg/100 ml) (p<0-01); triglyceride 1-2±0-2 and 1-3±0-3 mfnol/l (106±18-115+27 mg/100 ml); zinc 1-20+0-06 and 1-15±0-05 mmol/l (7-8±0t4-75±03 mg/100 ml); copper 1-14±0-13 and 1-07±0-06 mmol/l (7-3±0-8-6-8±0-4 mg/100 ml); calcium 2-30±0-02 and 2-36±0-03 mmol/l (9-440-08-9-440-12 mg/100 ml); urea 7-0±0-4 and 7-6±0-4 mmol/l (42±2-4-46±2-4 mg/100 ml); and creatinine 83±5 and 84±5 mmol/l (0*9 ±0 06-1 0±0 06).
Comment
We conclude, therefore, that providing the insulin dose is not reduced by more than about a quarter, long-term guar treatment is associated with reduced urinary glucose concentrations, as in short-term studies.3 In addition, at six months there was a 15% reduction in the low density lipoprotein fraction of the total cholesterol without a reduction in the high density lipoprotein cholesterol. A reduction in this fraction is thought to protect against cardiovascular disease.4 We find no evidence from blood values that guar causes trace-element deficiency.
The occupational therapist and the patient with Parkinson's disease Levodopa has transformed the management of patients with Parkinson's disease, but drug treatment is not wholly effective and leaves many patients with substantial disability. The place of physiotherapy in improving function in Parkinson's disease is undisputed, but there is little guidance on the role of occupational therapy.1-3 This study was undertaken to establish whether assessment at home by an occupational therapist and the provision of simple aids could assist in the management of patients with Parkinson's disease.
Patients, methods, and results
Patients were contacted through the local branch of the Parkinson's Disease Society and through neurologists at the Glasgow Institute of Neurological Sciences and asked whether they wanted a visit from an occupational therapist. After the general practitioner's permission had been obtained, they were visited and a detailed account of their daily activities compiled. Their need for aids was assessed, and any needed but not already provided were supplied free by the branch. Aids supplied were costed at 1979 prices. Patients were visited again six to 18 months later, their condition reassessed, the usefulness of the aids inquired into, and any additional aids needed supplied.
Eighty-one patients (40 women and 41 men) were seen; 68 were over 60 years of age; 66 were under the care of consultants; and 29 had been seen by an occupational therapist at some time in the past. Twenty-three were considered not disabled, 20 disabled (incapable of living at home without help, but not needing help for self-care), and 37 dependent (needing help
